SUMMARY Clinicopathological studies of 89 cases of idiopathic membranous glomerulonephritis was carried out to investigate the clinical and histopathological characteristics of the disease. The results were compared with those of previous published reports to observe whether any difference between Japanese and caucasian patients exists. There were no obvious differences as to main clinical features, although an apparently better prognosis in our data was observed during long term follow up. In renal biopsy findings, especially glomerular capillary wall injuries, the prevalence of advanced electron microscopic stages (stages III and IV) was higher in the Japanese cases. A higher rate of clinical remission was observed in the treated group. It was concluded that Japanese cases had an obviously better prognosis despite having more advanced histological findings than the caucasian patients.
Idiopathic membranous glomerulonephritis is one of the most common types of adult glomerular diseases. The clinical features, as well as the characteristic pathological findings-diffuse thickening of the glomerular capillary wall due to subepithelial deposit of immune complex-are well defined. The causes and pathogenetic mechanisms in these patients, however, are not well understood in spite of recent advances in immunopathology and experimental modelling.'`3
The disease has generally been considered to have a rather benign prognosis, and yet long term action seems to be definitely affected by geography and race.24 Furthermore, the effect of treatment on the prognosis, or the necessity of steroid or immunosuppressive drugs, or both, has been the subject of debate among clinicians for the past fifteen years. 1- 5 To obtain further information on these clinically important matters we carried out a retrospective study of idiopathic membranous glomerulonephritis and compared the results with those reported by doctors from the United States and several European countries.
Patients and methods
Of the 1957 cases, whose renal biopsy tissues were observed at the department of pathology, Keio University, between 1964 and 1982, 137 had been diagAccepted for publication 27 May 1986 nosed as membranous glomerulonephritis. After excluding 48 secondary cases the remaining 89 patients were diagnosed as having idiopathic membranous glomerulonephritis. These patients were studied retrospectively in this series to observe the clinical and histological characteristics of the disease.
They were referred to Keio University Hospital, or its affiliated hospitals, for diagnostic evaluation of nephrotic or chronic nephrotic syndrome, chance proteinuria or haematuria, or both, as well as for adequate treatment and follow up. Clinical data pertaining to the history, serial physical findings, laboratory data, information on methods of treatment and effects on prognosis were collected from the referring doctors of each hospital and analysed. A control study was not performed for treatment, because this was done retrospectively. The patients were followed for at least two years or more and six years on average after renal biopsy had been performed.
The biopsy specimens were examined by light and electron microscopy in all cases and by immunofluorescence microscopy in more than three quarters of the cases. To avoid differences in evaluating histological findings all specimens were reviewed by one of us (HS, a renal pathologist) by obtaining all histological material from the referring hospitals, in accordance with the criteria of World Health Organisation's histological classification of renal disease. 6 The results were compared with those reported in the published findings with particular emphasis on: clarification of the geographical or racial differences; Impaired renal function:
BUN (>20mg/lOOml) 15 18 Creatinine (> 1-5 mg/l00 ml) 6 6 Nephrotic syndrome Table I shows that systemic lupus erythematosus, hepatitis B, gold treatment and malignancy were often found to be associated with the disease, although the ratio was obviously different in the previous reports.7 9 The ratio of 35% in our data was somewhat higher than those ratios cited by Noel9 and Zollinger,7 but nearly the same as that cited by Ehrenreich.8 Men were slightly more affected than women, the sex ratio being 1-07. The most common initial signs were oedema or proteinuria. The percentage of proteinuria was more than half, but among the cases without nephrotic syndrome, the percentage rose to 68%. Most of these cases were found to be chance proteinuria. They were discovered by regular physical check ups performed for students, employees of bureaux, and companies, or for regional inhabitants. The average amount of proteinuria was 7-4 g/24 hours.
Microscopic haematuria was found in 49% of the patients, but macroscopic haematuria was not observed. The prevalence of hypertension was 25%, that of impaired renal function at initial checkup 6%, and the rate of nephrotic syndrome during the observation period 75%, respectively. Comparing our data with those cited by Gluck"0 and Noel,9 the ratios listed were nearly the same, but there were a few exceptions. Therefore, the geographical or racial differences of the main clinical features were not evident. OUTCOME figure) . Results from our studies showed an excellent survival curve.
ASSOCIATION OF NEPHROTIC SYNDROME WITH OUTCOME It has been reported that in the cases with nephrotic syndrome, the disease is more likely to progress than in non-nephrotic cases.459 1 24 months' follow up, but that the rates were nearly the same between the two groups when they were followed for more than 36 months.
Discussion
Since the disease was pathologically defined by Ehrenreich and Churg,18 many clinicopathological studies have been published. Differences were often between several clinically important items such as the long term outcome or the beneficial effect of treatment on the prognosis. These factors are not yet understood.
As to the prevalence of idiopathic cases among patients with membranous glomerulonephritis, Churg et a!6 stated the percentage to be about 70, and this figure was the same as we found (table 1). Our findings showed that the percentage has decreased from 80 to 65 during the past 10 years. Although many aetiological factors, which can produce a glomerular lesion similar to that seen in idiopathic cases, have been listed,' 2 19 careful observation is needed to exclude secondary cases as some of these underlying diseases are asymptomatic.
In addition to actual survival curve, obvious differences were found in outcome between Japanese and caucasian patients (figure). As the disease occurs insidiously it is impossible to detect the time of true onset. Although difference in the time of first detection may have some influence on the survival curve, the cases we observed had advanced glomerular capillary wall injuries described by the electron microscopic stage, ruling out, therefore, the possibility that only mild cases were collected in the study. Geographical, racial, environmental, economical and some other factors should also be considered.
According to the findings of recent papers regarding the association between genetic markers and susceptibility for glomerulonephritis, a strong association between HLA DR3 and idiopathic membranous glomerulonephritis in caucasians was reported,3 2021 whereas the association in Japanese patients occurred with HLA DR2 alone.2022 The other data indicated that the statistically high percentage of HLA DR3 was observed only in patients in England, Germany, and Spain but not in the United States, Scandinavia, or France. 9 HLA DR3 is reported to be particularly common among the cases that pursue a progressive downhill course.2 In addition to these data, the association between BfF1 factor B of the alternative complement pathway, and the disease has been noted recently. '9 20 Further investigations on an international scale are therefore needed in this field to clarify whether there is a strong correlation between the factors and the prognosis, or whether there is any geographical or racial con-1198 Abe, Amagasaki, Konishi, Kato, Iyori, Sakaguchi nection between them.
Several reports indicated the higher possibility of progress in the nephrotic group than in non-nephrotic cases.4 5 9 15 Our data, however, showed that there was no statistically obvious difference in the long term outcome between the two groups. Clinical and renal biopsy findings showed that obvious differences had not been observed between the nephrotic and nonnephrotic cases.
Women are reported to have a higher rate of benign prognosis than men.4523 The cases ending up in impaired renal function, including terminal renal failure, were fewer in women (5%) than in men (13%), but the difference was not significant in our study.
Hypertension was an important factor in evaluating the outcome of the disease at initial checkup. The biopsy findings showed that the advanced electron microscopic stage of the glomerular capillary wall (stages III and IV) accompanied by a high percentage of segmental or global sclerosis in glomeruli and a severe degree of tubulointerstitial changes, seen by light microscopy, were associated with the clinical progress. The importance of light microscopic findings for estimating the outcome of the disease has been reported. 24 Treatment of the disease has been controversial.'1 -s 19 As quite a high percentage of spontaneous remission has been observed it is very difficult, or nearly impossible, to evaluate the effect of treatment in uncontrolled studies. This might be the main reason why some papers have stated the beneficial effect of steroids or immunosuppressive drugs, or both. According to the findings of our study, treatment with steroids showed a higher rate of remission in cases that were followed for less than five years; on the other hand, there was no statistical difference in the rate between those treated and those not treated who were observed for more than five years. The pro- We thank Dr J Churg for reviewing the manuscript.
